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REMARKS 

Claims 23, 24, 26 and 28-37 have been examined in the present 
application. Applicants cancel without P^*,^ l^ein^^. 

eectedmventionsuhseouent to the Examinees final decision regarding reshiction of the 
C, * ms »*~a PP hcanon^^^^ 

prosecution of the subject matter encompassed by the canceled claims in a related 
copending application. Further, Applicants have amended claim 23 to set forth the 
invention with greater particularity as further detailed below. Ail amendments to the 
don. are supported by the specification as filed and no new matter has been added 
Applicants respectfully request reconsideration of Spending claims in view of the" 
amendments above and the below remarks. 

Rejections Under TT S.C. S 11 7 - 

Churns 23. 24, 26 and 28-37 stand rejected under 35 U.S.C. § 112 second 
paragraph, the Examiner remaining convinced that the phrase "directly isolated" is 
confusing. Further, the Examiner believes that the claims are indefinite because "it is not 
clear which cell population is directly isolated from peripheral blood, i.e., is it a 
population of B cells?" In addition, the Examiner does not believe that the property of 
directly isolated from peripheral blood" can be used to distinguish the two populations 
because the claimed population of dendritic cells seems to be taken directly from 
penpheral blood for centrifugauor, Also, the Examiner appears to believe that an 
Ration comparing the volume from which the populations of dendritic ceils have been 
obtained is required. 

Although Applicants believe claims 23, 24, 26 and 28-37 are sufficiently 

m order to further expedite prosecution of certain aspects of the claimed invention In 
particular, the phrase "directly isolated - has been deleted. Further, as stated previously 
the two cell populations do not differ in any way except that the cell population of the 
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"T m ^ * w,ro a pros,a,e c °°*« *» A. 

pros** antigen aliows dmdrilic MU precurems ^ m ^ popuia(ion ^ 

^ - <° «** «— « The claimed cel. popuMoa 

compose, an increased number of dendritic cells competent and J* „ activ3te T 
spectfic ,o the prostate antigen than the «„ population ftat has M ^ 

™^ endm en. i sf Uly supp orted b yai e 5 peo ifi oa ti o„a S 
beheved ,o be withdrawn in a related co-pending application. 
Rejections Ti nder re y <i f S , in;. 

CIaims23,24!md3I-36rernamrejectedunder35U.S.C §102as 
anticipated by Cohen « * , the beKoviBg me ^ be 

^.o^Koche^andC^ekie,,,. forthereasonsofrecordinpaperno. 19 
Further, the Examiner ha. acknowledged Applicants recitation of Zhou e, al and Koski 
« al. discussed in an interview conducted February 27. 2002 between the undersigned 
^entauveofApplicams.anem^^ 

■utemew certain characteristics of mature dendritic cells were discussed including the 
expression of the cell surface marker CD83 on the surface of matitre DCs and the 
mefBcten, processing ofantigen characteristic of mature DCs expressing CD83 The 
raptd appearance of many of the characteristic of mature DCs by human blood monocytes 
and DCs treated with calcium ionophore (within 4 to 18 hrs; KosB e,al.) was also 

Exaomle 2 of Cohen and that the dendritic cells subsequent ,0 calcium ionophore 
treatment were man™ dendritic cells and incapable of efficiently processing antigen. 

In me present final rejection, the Examiner has reevaluated her position at 
to close of the interview and has now concluded that "Koski « al teach that monocyte 
CD83 expression appears within 4 hrs m d peaked a. 20 hours of calcium ionophore 
treatment whereas with a combination of cytokine treatment CD83 expression is seldom 
observed before 5 a 7 days of culture." From these data presented in Koski „ „/ (pg 
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0. ft* ^column, fa, pmsaph) me Examiner has now determined tha, "o„ e wu Id have 
expected to monocytes ^ ^ Mkium ^ ^ 

ceUs that are able ,o activate T ceUs specific » a prostate antigen, ^ ^ 1nmam 
w,th calcum ionophore i$ not prolonged, and the treated monocytes are u»d within 20 
houn .and preferably within 4 hours after the initial treahnent with ca.eium ionophore • 
Sail further, the Examiner has speculated that although Cohen « al. do not specify the 
length of toe of the calcium ionophore treatment, nor when the treated monocytes were 
used after ca!cium ionophore in Exampte 2, the fact that "the treated monocytes taught by 
Cohen could r^uc, proaate tumor si Z e» (citing to cohunn 12, Example 2, indicates tha, 
the treated monocytes taught by Cohen « „/. have no, Wormed into mature dendritic 
«lls and are able to activate T cell* specific to a prosta* antigen, resulting in killing 
prostate tumor cells. 

Applicants must again strongly disagree with the Examiner's summary of 
Cohen al. and with the Examiner's conclusions as to what the skilled artisan would 
/ have ''^"at*e^ 

remmd the Examiner that ***** has a P ublic i tiondate of 1999 well after the date 




of the present invention. Tl^^^'j.^S^ ^^ the skilled 
arhsan was unawareofthe Examined speculated "pr^ed" window forcing 
w^howj^d monocy^ to an antigen. 

The skilled artisan" wai taught by Cohen et al that the time period for 
mat.DC monocytes was a 24 to 48 hour incubation with the calcium ionophore for 
conversion of the cells into "activated" dendritic cell, Looking to the Cohen , al 
pubheat-or, the Examiner is respectfully directed to column 10, lines 30-32 wherein 
Cohen et al state one of the goals of their invention is to provide for "conversion of the 
large monocyte population to an activated DC-like phenotype so that they also can 
Pupate i n^ctivP^e n r r noessmg ^ prffs , nfltion (emphasis ^ ^ 

C^n^lu^TO^OmeMO^Cohen et al. describing the use of calcium ionophore to 
I convert monocytj^^^ ceIls state ^ ^ 

{ ^/?'JL X ^^ in unifomi 
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acttvation a*d dendritic ce.1 phenotypic of ^ ^ ^ 

factions ....» Thereto. Cohen « « ^ 4. ski)led ^ to ^ 

anacnva^DC-U k ephenotype.. roI ba,thece Us e a »part ici pa t em..efrec«ivea J .t ig en 
processing and present.- Funher. contrary ,0 a* opinion of te ^unia*. Cohen « 
*/. exptatly taught a time period of 24 to 48 hours for contact of the cells with 
■onophore, no, the shorter • •preferred" time ^ ^ ^ ^ ^ 

sktlled art, san based on information provided by Koski e, al. subsequent u, tb, filing date 

of the present application. 

m addition, Example 2, as noted by the Examiner, does not explicitly state 
a particular time for culturing the monocytes with calcium ionophore. However the 
example does state at column 10, lines 21 and 22 that the dendritic cell enriched fractions 
"are subject to activation by 500 ng calcium ionophore A23187 .« (emphasis added) 
Action as described by Cohen et al. requires a culture period of 24 to 48 hours and 
conversion to a "DC-like phenotype." These cells as determined by later studies and 
contrary to the expectations of Cohen et al. are actually mature dendritic cells and can not 
efficiently take up and process antigen. 

Applicants also again strongly object to the Examiner's use of Example 2 
as an alleged definitive demonstration that patients have been successfully treated by the 
^closed method. The statements by Cohen et al. regarding the outcome of use of their 
me^pdasset forth in Ex ample 2 in treating prostate cancer patients are merely 
iPiB^Example 2 must be "™**<* ^ ^^mW^m^ ul the 
example is presented* t the fcture tense gating an intension to carry^^crmed 
method subsequent to the filing of the application. Mso, to the best of Applicants- 
knowledge data using the method as disclosed by Cohen et al. has never been published 
^^^.^c^^uctio,! in the sue of aprostate tumor in a human patient 
It xs the behef of Applicants as set forth above that the method of Coheir al. would not 
result m the successful processing of an antigen because the "activated" dendritic cells 
described by Cohen et al. are mature dendritic cells that can not efficiently process 
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antigen. TheKoski et al reference was provided to the Exazniner prior to the interview 
to support Applicants view of the speculative nature of Example 2. 

In view of the remarks above Applicants respectfully request the Examiner 
to reconsider and withdraw the rejection of claims 23, 24, and 3 1-36 under 35 U S C § 
1 02(a) as being anticipated by Cohen et al Should the Examiner continue to reject the 
cW m view of Cohen etal. . Applicants respectfully request an opportunity to discuss 
the reference with the Examiner, her supervisor, and any technical adviser in order to 
clarify any remaining issues. 

Rejections Under 35 ILS.C. S 101 - 

Claim 26 remains rejected under 35 U.S.C. § 103 as unpatentable over 
Cohen et al in view of Lute et al for the reasons already of record. Briefly, the 
Examiner believes that the dendritic cells taught by Cohen et al are the same as those 
presently claimed. L^etal is believed by the Examiner to teach making immortalized 
dendntic cells to allow for their in vitro culture for long periods of time. 

Applicants must again traverse this rejection. As above, Cohen et al do 
not claim dendritic cells that are not patentably distinct for the dendritic cells of the 
present invention. Therefore, Lutz et al. adds nothing to render obvious the immortalized 
dendritic cells, Le. 7 expanded life span or immortalized dendritic cells, of the present 
invention. It is respectfully requested that the Examiner reconsider and withdraw this 
rejection. 

Claims 28 and 29 remain rejected under 35 U.S.C. § 103 as allegedly 
obvious over Cohen et al in view of Taylor et al, because the Examiner believes that it 
would be obvious to use the ^preservation techniques of Taylor * al to preserve the 
dendntic cells of Cohen et al Further, the Examiner believes that one of ordinary skill in 
the an would have expected that the dendritic cells would have remained functional 
following cryopreservation. 

Applicants respectfully must again traverse this rejection. As above the 
dendritic cell populations of the present invention are not the same as those described in 
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Cohen et al and are therefore patently distinct. Claims 28 and 29, depend from the 
dendntic cell population of claim 23, and as claim 23 is patently distinct from the 
Cohen reference Taylor,,./, can notprovide sufficient guidance or motivation to 
render obvious claims 28 and 29. It is respectfully requested that the Examiner 
reconsider and withdraw the rejections of claims 28 and 29 under 35 U.S C § 103 as 
obvious over Cohen ex al. in view of Taylor * al in light of the above remarks. 

Claim 30 remains rejected under 35 U.S.C. § 1 03 as being obvious over 
Cohen «/ al. in view of Taylor et al. and further in view of Lutz et al. for the reason 
already of record. As above, claim 30 stands rejected because the Examiner believes that 
the dendntic cell populations of claim 23 are not patentably distinct over Cohen et al and 
that although Cohen**/, do not disclose or suggest immortalized dendritic cells the 
motivation to combine Taylor * al. and Lutz et al. with Cohen et al is obvious. 

Again, as above, Applicants believe that they have demonstrated that the 
dendntic cell populations of claim 23 are patentably distinct from those disclosed or 
suggested by Cohen et al The "activated" dendritic cells that a* the goal of the Cohen et 
al method do not efficiently process antigen as was expected by the inventors Later 
work carried out by the Cohen laboratory, including the work of Koski et al discussed 
above published subsequent to the filing date of the present application, demonstrate that 
this expectation was not fulfilled by the disclosed methods. Applicants have conclusively 
demonstrated that the dendritic cell populations of the present invention are patentably 
distinct from Cohen**/., therefore Taylor et al and Lutz,/ al. can not provide the 
d,sclosure and motivation for the use of immortalized dendritic cells of the present 
invention. Apphcants respectfully request that the Examiner reconsider and withdraw the 
present rejection of claim 30 under 35 U.S.C. § 103 over Cohen etal. in view of Taylor *, 
al. and further in view of Lutz et al 

Claim 37 remains rejected under 35 U.S.C. § 103 as being obvious over 
Cohen etal in view of Stitese,*/. for the reasons of record. The Examiner continues to 
beheve that as the dendritic cell populations of the present invention are not patentably 
dxstmct over those disclosed by Cohen et al as set forth above. Further, the Examiner 
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believes that Stites « al. teach the matching ofHLA antigens as important and that it 
would have been obvious to one of skill in the art at the time of the present invention was 
made to match HLA of dendritic cells of a donor for a recipient with a reasonable 

expectation of success. 

Again, as with the other claims dependent from the dendritic cell 
populations of claim 23, claim 37 is not obvious over Cohen et al. in view of Stites et al 
The dendritic cell populations of the present invention are patentably distinct over those 
disclosed or suggested by Cohen et al. Therefore, no motivation is provided to combine 
the references to render obvious the invention of claim 37. Applicants respectfully 
request the Examiner reconsider and withdraw the rejection of claim 37 under 35 U.S.C. 
§ 1 03 over Cohen et al. in view of Stites et al. 

Applicants believe the claims pending in the present application are not 
obvious over any of the cited art either individually or in any combination as set forth by 
the Examiner. It is respectfully requested that the Examiner reconsider and withdraw the 
rejections under 35 U.S.C. §103 in view of the remarks above. Applicants do not believe 
that Cohen et al discloses or suggests the dendritic cell populations of the present 
mvention and that the dendritic cell populations that are disclosed by Cohen *r«/.are 
unable to efficiently process an antigen. The dendritic cell population produced would 
not contain the increased number of human dendritic cells competent and able to activate 
T cells specific to a prostate antigen as provided by the present invention. Should the 
Examiner sustain the rejection, Applicants respectfully request they be allowed an 
interview with the Examiner, her supervisor and any technical advisor with knowledge of 
the application in order to fully discuss the cited references and rejections. 

CONCLUSION 

In view of the foregoing, Applicants believe all claims now pending in this 
Application are in condition for allowance. The issuance of a formal Notice of 
Allowance at an early date is respectfully requested. If the Examiner believes a 
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telephone conference would expedite prosecution of this application, please telephone the 



TOWNSEND and TOWNSEND and CREW LLP 

Two Embarcadero Center, 8 th Floor 

San Francisco, California 941 1 1 ^3834 

Tel; 206-467-9600 

Fax:415-576-0300 

BWP:bwp 

SE 5014559 v1 



undersigned at 206-467-9600. 



Respectfully submitted, 





Brian W. Poor 
Reg. No. 32,928 
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VERSION WITH MARKINGS TO SHO W CHANCES mam 

23. (Five Times Amended) A composition comprising Tal an isolated cell 
p0pulation Sapped in vitro to a soluble prosta te antigen. th« ™n p np.ii**.™ havjng m 
increased number of human dendritic cells competent and able to activate T cells specific 
to a prostate antigen as compared to [a] an isolated cell population [directly isolated from 
peripheral blood] , comprising the same number nf dendrite rells that has not heen 
exposed in vitro to the prostate antip en 

Se 5014559 vl 
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